Many lymphoid cell lines have been established from biopsies from Burkitt lymphoma patients. With one rare exception (8) , such cells stably maintain several copies of the EpsteinBarr virus (EBV) genome (5), but various virus nonproducer cell lines for unknown reasons may contain widely different amounts of EBV DNA. Somatic cell hybrids have been constructed (12) between a surface-adherent variant of the cell line Raji, which contains 50 to 60 EBV genome equivalents per cell (5, 6) , and the cell line Namalwa, which only has 3 1 viral genome equivalents per cell (this work). Recently, hybrids between Raji and the apparently EBVnegative lymphoid cell line BJA-B-1 (8) have also been isolated (G. Clements, J. Zeuthen, and G. Klein, manuscript in preparation). All these hybrid clones have been shown to be true hybrids between the two parental lines by several criteria, including chromosome analysis and determinations of isoenzyme patterns. To see if the amount of EBV DNA in such cell hybrids would simply reflect the sum of that present in the parental cell lines, or if the ratio of virus DNA to cellular DNA found in one of the parent lines would be dominant, DNA was isolated from several of the somatic cell hybrids, and the content of EBV DNA sequences in the DNA preparations was determined by nucleic acid hybridization. The results obtained show that the hybrid cells contained an even higher ratio of EBV DNA to cellular DNA than the Raji parent line. Several somatic cell hybrids between Burkitt lymphoma-derived cell lines and nonlymphoid human (3) or mouse (9) cells have previously been shown to contain EBV DNA, but the present work is the first study of this kind on hybrids between two different lymphoid cells.
All cells were grown in RPMI 1640 medium supplemented with 10% fetal bovine serum. One of the parent cell lines, the surface-adherent variant AGR3 of Raji (12), as well as hybrid cell lines, attached to glass or plastic surfaces but could be suspended by scraping and gentle agitation. Cell smears on each cell line investigated were checked for EBV-induced early antigen according to Klein et al. (7). All parent and hybrid lines studied were antigen negative (<0.05% antigen-positive cells), in agreement with previous results (12), and thus are not virus producers.
Preparation of DNA from the various cell lines and hybridizations with precalibrated 3P-labeled EBV cRNA were performed according to Lindahl et al. (10) . The results are summarized in Table 1 . Of the parent lines, the AGR3 variant of Raji cells contained 53 ± 5 EBV genome equivalents per cell, and thus did not differ from' typical Raji cells in this regard. The Namalwa cell line was found to contain very little EBV DNA, 3 Raji/BJA-B-1 it was expected that 53 + 3 = 56 EBV genome equivalents would have been found per tetraploid hybrid cell.
Similar results were obtained with the hybrids between Raji and BJA-B-1. In this case, the three hybrid clones investigated contained 200 to 270 EBV genome equivalents per tetraploid cell, which again considerably exceeds the amounts of viral DNA found in the parental cell lines.
The results obtained can be explained in at least three ways. One possibility is that the hybrid cells were induced to an abortic lytic cycle so that viral DNA replication had been initiated. This appears unlikely, however, because it has previously been shown (12) thht fusion of two EBV nonproducer lymphoid cell lines does not lead to virus activation. Moreover, the EBV early antigen is known to be expressed prior to virus DNA replication on induction (2, 4) , and the hybrid cells studied here were all found to be early antigen negative. Another possibility is that the chromosomes containing EBV DNA were selectively retained and amplified in the hybrid cells. Finally, it is possible that the mechanisms that regulate the ratio of virus genomes to cellular DNA in the lymphoid cells, which carry multiple and different amounts of EBV genomes, were affected by the fusion of the cells. In this connection, it is interesting to note that a large part of the latent intracellular EBV DNA is present in a nonintegrated episome form (1, 11, 13 
